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ㄽᩥ㢟┠ Study of alveolar regeneration effect of PPARȕ/į selective agonist on 









ᙜ◊✲ᐊ࡟࠾࠸࡚ࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊࡬ ATRA ࢆฎ⨨ࡋࡓ㝿ࠊII ᆺ⫵⬊ୖ⓶
⣽⬊㸦alveolar type II epithelial cells; AT-II㸧࡬ศ໬ㄏᑟຠᯝࡀ࠶ࡿࡇ࡜ࠊ࠾ࡼ







㸦㸯㸧ATRA ࡟ࡼࡿ AT-II ࡬ࡢศ໬ㄏᑟ㈐௵᰾ෆཷᐜయࡢྠᐃ
ATRAࡣࠊ⣽⬊ෆ࡟࠾࠸࡚␗࡞ࡿ 2ࡘࡢ᰾ෆཷᐜయࠊRetinoic acid receptor㸦RAR㸧
ཬࡧ Peroxisome proliferator-activated receptor㸦PPARȕ/į㸧ࠊࢆ่⃭ࡍࡿࡇ࡜ࡀሗ࿌







RAR 㑅ᢥⓗ࢔ࢦࢽࢫࢺ㸦TTNPB㸧ฎ⨨⩌ࡣࠊᑐ↷⩌࡟ᑐࡋ࡚᭷ព࡞ AT-II ࡬ࡢ
ศ໬ㄏᑟάᛶࡣ♧ࡉ࡞࠿ࡗࡓࠋ୍᪉ࠊPPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫࢺ㸦GW0742㸧ฎ
⨨⩌ࡣࠊᑐ↷⩌࡟ẚ㍑ࡋ࡚ࠊAT-II ࡢ࣐࣮࣮࢝࡜ࡋ࡚▱ࡽࢀࡿ⫵ࢧ࣮ࣇ࢓ࢡࢱࣥ
ࢺࢱࣥࣃࢡ㉁㸦Surfactant protein; SP-A㸧ࡀ㝧ᛶ࡞⣽⬊ࡢ๭ྜࢆࠊ1 μMࠊ6 ᪥㛫
ࡢฎ⨨࡛ 2.2 ಸቑຍࡉࡏࡓࠋࡲࡓࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊࡟ᑐࡍࡿ GW0742 ࠾ࡼ
ࡧ ATRA ฎ⨨ࡣࠊ PPARȕ/į ᰾ෆཷᐜయࡢୗὶ࡟Ꮡᅾࡍࡿ㑇ఏᏊ㸦 Adipose 
differentiation-related protein; ADRP㸧ࡢ mRNA ࡢⓎ⌧㔞ࢆ᭷ព࡟ୖ᪼ࡉࡏࡓࠋ
௨ୖࡢ⤖ᯝ࠿ࡽࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊ࡢ AT-II ࡬ࡢศ໬ㄏᑟ㈐௵᰾ෆཷᐜ
యࡣࠊPPARȕ/į ࡛࠶ࡿࡇ࡜ࡀ᫂ࡽ࠿࡜࡞ࡗࡓࠋ
㸦㸰㸧PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫࢺ GW0742 ࡢ⤒⫵ᢞ୚࡟ࡼࡿ COPD ࣔࢹ࣐ࣝ࢘
ࢫ࡟ᑐࡍࡿ⫵⬊෌⏕ຠᯝࡢホ౯
COPD ࣔࢹ࣐ࣝ࢘ࢫࡣࠊ6 㐌㱋 ICR ࣐࢘ࢫ㸦ܴ㸧࡟⫵ࡢᙎᛶ⧄⥔ࢆᵓᡂࡍࡿ୺
せࢱࣥࣃࢡ㉁࡛࠶ࡿ࢚ࣛࢫࢳࣥࢆศゎࡍࡿ㓝⣲࡛࠶ࡿ࢚ࣛࢫࢱ࣮ࢮࢆ⤒⫵ᢞ୚
ࡋࠊ⫵⬊ࢆ◚ቯࡍࡿࡇ࡜࡛స〇ࡋࡓࠋࡇࡢ COPD ࣔࢹ࣐ࣝ࢘ࢫ࡟ 10% DMSO ࢆ
ྵࡴ⏕⌮㣗ሷỈ࡟⁐ゎࡋࡓ GW0742 ࢆ 1.0 mg/kgࠊ㐌 2 ᅇࠊ⤒⫵ᢞ୚ࡋࡓࠋᑐ↷
⩌࡟ࡣࠊ10% DMSO ࢆྵࡴ⏕⌮㣗ሷỈࢆ⏝࠸ࡓࠋ
 2 㐌㛫ࡢ GW0742 ฎ⨨ࡣࠊAT-II ࡢ࣐࣮࣮࡛࢝࠶ࡿ SP-A ࠾ࡼࡧ D ࡢⓎ⌧㔞ࢆ
⫵⤌⧊ษ∦࡟࠾࠸࡚᭷ព࡟ቑຍࡉࡏࡓࠋࡲࡓࠊ࢚ࣛࢫࢱ࣮ࢮฎ⨨࡟ࡼࡗ࡚ᣑᙇࡋ
ࡓᖹᆒ⫵⬊ቨ㛫㊥㞳㸦Lm㸧ࡣࠊᑐ↷⩌࡟ẚ࡭࡚᭷ព࡟▷⦰ࡋࡓࠋ
 ࡉࡽ࡟ࠊ3 㐌㛫ࡢ GW0742 ฎ⨨ࡣࠊ࢚ࣛࢫࢱ࣮ࢮฎ⨨࡟ࡼࡗ࡚పୗࡋࡓ⫵⤌⧊
ࡢᙎᛶཬࡧ⫵ᶵ⬟ࡀ᭷ព࡟ᨵၿࡋࡓࠋ
 ௨ୖࡢ⤖ᯝ࠿ࡽࠊCOPD ࣔࢹ࣐ࣝ࢘ࢫ࡟ PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫࢺ࡛࠶ࡿ
GW0742 ࢆ⤒⫵ᢞ୚ࡍࡿࡇ࡜࡛ࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊ࢆ AT-II ࡬ศ໬ㄏᑟࡋࠊ
ᙎᛶ⤌⧊ࡢῶᑡ࡟ࡼࡗ࡚ᗈࡀࡗࡓ⫵⬊ࢆಟ᚟ࡋࠊ⫵⬊ࡀ෌⏕ࡋࡓࡇ࡜ࠊࡉࡽ࡟⫵
⤌⧊ࡢᙎᛶࢆᨵၿࡋࡓࡇ࡜࡛ࠊ࿧྾ᶵ⬟ࢆᨵၿࡋࡓࡇ࡜ࡀ᫂ࡽ࠿࡜࡞ࡗࡓࠋ
 ᮏ◊✲࡟ࡼࡗ࡚ࠊᮍศ໬࡞⫵⬊ୖ⓶⣽⬊࡬ࡢ PPARȕ/į ᰾ෆཷᐜయ࡬ࡢ่⃭࡟
ࡼࡗ࡚ AT-II ࣐࣮࣮࢝ࡢⓎ⌧㔞ࡀቑຍࡍࡿࡇ࡜ࠊ࠾ࡼࡧ PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫ




࿌ࡉࢀ࡚࠸ࡿࠋࡉࡽ࡟ࠊAT-II ࡣࠊ⫵⬊⾲㠃ࡢ኱㒊ศࢆ༨ࡵࡿ I ᆺ⫵⬊ୖ⓶⣽⬊
㸦alveolar type II epithelial cells; AT-I㸧࡟ศ໬ࡍࡿࡇ࡜ࡀ࡛ࡁࡿࠋࡼࡗ࡚ࠊAT-II
࡬ศ໬ㄏᑟࡍࡿࡇ࡜ࡣࠊ⫵⬊ࡢಟ᚟࡟࠾࠸࡚㔜せ࡞ᙺ๭ࢆᢸࡗ࡚࠸ࡿ࡜⪃࠼ࡽࢀ
ࡿࠋ
 ATRA ࠾ࡼࡧ RAR ࢧࣈࢱ࢖ࣉ㑅ᢥⓗ࢔ࢦࢽࢫࢺࡣࠊࡑࡢ㐀⾑⣽⬊ศ໬ㄏᑟస
⏝࠾ࡼࡧ࢔࣏ࢺ࣮ࢩࢫㄏᑟస⏝࠿ࡽᛴᛶ๓㦵㧊⌫ᛶⓑ⾑⑓἞⒪⸆࡜ࡋ࡚ᛂ⏝ࡉ
ࢀ࡚࠾ࡾࠊ๪స⏝࡜ࡋ࡚ࠊ㐀⾑⣽⬊ศ໬ㄏᑟస⏝࡟ࡼࡗ࡚㐣๫࡟⏘⏕ࡉࢀࡿࢧ࢖
ࢺ࢝࢖ࣥ࡜ࡢ㛵㐃ࡀ♧၀ࡉࢀ࡚࠸ࡿࣞࢳࣀ࢖ࣥ㓟⑕ೃ⩌ࠊRARĮ ࠾ࡼࡧ ȕ ่⃭స
⏝࡟⏤᮶ࡍࡿദወᙧᛶࡸ RARȖ ่⃭స⏝࡟⏤᮶ࡍࡿ⓶⭵㞀ᐖࡀሗ࿌ࡉࢀ࡚࠸ࡿࠋ
PPARȕ/į 㑅ᢥⓗ࢔ࢦࢽࢫࢺࢆ⏝࠸ࡿࡇ࡜࡛ࠊATRA ࢆ἞⒪⸆࡜ࡋ࡚⏝࠸ࡓ㝿࡟⏕
ࡌࡿྍ⬟ᛶࡀ࠶ࡿࡇࢀࡽࡢ๪స⏝ࢆᅇ㑊࡛ࡁࡿ࡜⪃࠼ࡽࢀࡿࠋ
௨ୖࡢⅬ࠿ࡽࠊPPARȕ/į ࢔ࢦࢽࢫࢺࡣࠊCOPD ἞⒪⸆ೃ⿵࡜࡞ࡾᚓࡿྍ⬟ᛶࡀ
♧၀ࡉࢀࡓࠋ
